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TEXT: According to an abstract submitted by the authors to the 22nd 
International Congress of the World Federation of Hemophilia, held June 
23-28, 1996, in Dublin, Ireland, "Eight to 20% of haemophilia A patients 
produce antibodies neutralizing the activity of infused factor VIII. 
Determination of the specificity of those antibodies is a critical 
requisite for the understanding of the mechanisms sustaining immune 
response towards FVIII and the design of new therapies to inhibit the 
activity of anti-FVIII antibodies or suppress their production. So far, the 
analysis of the specificity of anti-FVIII antibodies has been carried out 
with human polyclonal antibodies which is rendered difficult by the large 
repertoire of those antibodies. Such study would be greatly facilitated by 
the use of human monoclonal anti-FVIII antibodies provided the monoclonal 
antibodies reflect exactly the repertoire of the patient's antibodies. For 
this purpose we have established cell lines producing human IgG anti-FVIII 
monoclonal antibodies by immortalizing with the Epstein Barr virus B 
lymphocytes from a hemophilia A patient with inhibitor. Lymphocytes were 
purified from the blood of the hemophilia A patient with known inhibitor 
and immortalized by infection with Epstein-Barr virus. Supernatants were 
screened in ELISA for the presence of IgG anti-FVIII antibodies. Cell lines 
in positive wells were expanded and cloned. The selection of cell lines 
producing antibodies of the IgG isotype ensures that the antibodies 
accurately reflect the specificity of the patient's immune response. Indeed 
IgG antibodies are produced by memory B lymphocytes by opposition to IgM 
antibodies that are produced mostly by naive B cells. The supernatants of 
immortalized cell lines producing IgG anti-FVIII antibodies were then 
tested for their ability to inhibit FVIII activity. Two cell lines 
producing neutralizing anti-FVIII antibodies were expanded and subcloned. 
Both cell lines recognized the light chain of FVIII on Western blot as did 
the polyclonal antibodies present in the patients plasma. These results 
indicate that the production of human monoclonal antibodies by the 
Epstein-Barr virus technique is a promising approach to study FVIII 
inhibitor." (Authors) B. Desqueper, M. Jacquemin, J. Arnout, M. 
DiGiambatista, J.G. Gilles, R. Laub, K. Peerllnck, J. Vermylen and J.-M. 
Saint-Remy. (Institution) Center for Molecular and Vascular Biology, 
Leuven, Belgium. 
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and Vascular Biology, Leuven, Belgium. 

According to an abstract submitted by the authors to the 22nd 
International Congress of the World Federation of Hemophilia, held June 
23-28, 1996, in Dublin, Ireland, "Eight to 20% of haemophilia A patients 
produce antibodies neutralizing the activity of infused factor VIII. 
Determination of the specificity of those antibodies is a critical 
requisite for the understanding of the mechanisms sustaining immune 
response towards FVIII and the design of new therapies to 
inhibit the activity of anti -FVIII antibodies or suppress their 
production. So far, the analysis of the specificity of anti-FVIII 
antibodies has been carried out with human polyclonal antibodies which is 
rendered difficult by the large repertoire of those antibodies. Such study 
would be greatly facilitated by the use of human monoclonal anti- 
FVIII antibodies provided the monoclonal antibodies reflect 
exactly the repertoire of the patient's antibodies. For this purpose we 
have established cell lines producing human IgG anti-FVIII 
monoclonal antibodies by immortalizing with the Epstein Barr virus B 
lymphocytes from a hemophilia A patient with inhibitor. Lymphocytes were 
purified from the blood of the hemophilia A patient with known inhibitor 
and immortalized by infection with Epstein-Barr virus. Supernatants were 
screened in ELISA for the presence of IgG anti-FVIII antibodies. 
Cell lines in positive wells were expanded and cloned. The selection of 
cell lines producing antibodies of the IgG isotype ensures that the 
antibodies accurately reflect the specificity of the patient's immune 
response . Indeed IgG antibodies are produced by memory B lymphocytes by 
opposition to IgM antibodies that are produced mostly by naive B cells. 
The supernatants of immortalized cell lines producing IgG anti- 
FVIII antibodies were then tested for their ability to inhibit 
FVIII activity. Two cell lines producing neutralizing anti- 
FVIII antibodies were expanded and subcloned. Both cell lines 
recognized the light chain of FVIII on Western blot as did the 
polyclonal antibodies present in the patients plasma. These results 
indicate that the production of human monoclonal 
antibodies by the Epstein-Barr virus technique is a promising 
approach to study FVIII inhibitor." 
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of the specificity of those antibodies is a critical requisite for the 
understanding of the mechanisms sustaining immune response towards 
FVIII and the design of new therapies to inhibit the activity of 
anti-FVIII antibodies or suppress their production. So far, the 
analysis of the specificity of anti-FVIII antibodies has been 
carried out with human polyclonal antibodies which is rendered difficult 
by the large repertoire of those antibodies. Such study would be greatly 
facilitated by the use of human monoclonal anti-FVIII antibodies 
provided the monoclonal antibodies reflect exactly the repertoire of the 
patient's antibodies. For this purpose we have established cell lines 
producing human IgG anti-FVIII monoclonal antibodies by 

immortalizing with the Epstein Barr virus B lymphocytes from a hemophilia 
A patient with inhibitor. Lymphocytes were. . . with known inhibitor 
and immortalized by infection with Epstein-Barr virus. Supernatants were 
screened in ELISA for the presence of IgG anti-FVIII antibodies. 



Cell lines in positive wells were expanded and cloned. The selection of 
cell lines producing antibodies of the IgG. . . opposition to IgM 
antibodies that are produced mostly by naive B cells. The supernatants 
immortalized cell lines producing IgG anti-FVIII antibodies were 
then tested for their ability to inhibit FVIII activity. Two 
cell lines producing neutralizing anti-FVIII antibodies were 
expanded and subcloned. Both cell lines recognized the light chain of 
FVIII on Western blot as did the polyclonal antibodies present in 
the patients plasma. These results indicate that the production of 
human monoclonal antibodies by the 
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